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AMENDMENTS TO THE CLAIMS 

1. (CANCELED) 

2. (CURRENTLY AMENDED) A compound of claim 1, formula (la): 

R 4 




or a pharmaceutically acceptable salt, prodrug, tautomer, hydrate or solvate thereof, 
wherein R 1 is 



R 2a 

\ 




each R is independently selected from the group consisting of: hydrogen, halo. halo(C v- 
GOalkvl. (C i-Cg telkvl. (C 2 -C ^alkenvl, (Cj -G Qalkvnvl. 
perhalofC rC ^alkvl, phenyl. (Cs -Cu Qheteroaryl. (Cs -Ci n)heterocvclic. 
(Cv-Cio )cvcloalkvl. hydroxy. (Cj -C g)alkoxy. perhalofC [-C< Oalkoxy. phenoxy. 
(Cs-Cjn )heteroaryl-O-. (C s-Cm )heterocyclic-O-, (Cr Cm )cycloalkyl-O-. 
(Ci-Cg)alkvl-S-. (C .-C ^alkvl-SCb-. (C i-G Oalkvl-NH-SO?-. Q?N-. NC-. amino. PMCH Z V 
g HN-. (C i-G Oalkvl HN-. (C i-C ^alkvlamino. rfC i-C ^alkvlL-amino. 
(Ci-C ^alkvl-SO ? -NH-. aminofC=OK aminoQ 2 S-. fC .-C ^alkyl-fC^VNH-. 
(Ci-C^alkvl-(C=OVr(r (C i-C ^alkvO-N]-. phenvHCOVNH-. 
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phenvl-fC=OVr( (C i-Cg talkvlVNI-. (C i-G Oalkvl-fC^OK phenvl-(COK 
rC r Cm)heteroarvl-(C=OV, rC s-Cin )heterocvclic-rC=OV. f& -Cin tavcloalkvl-(C=OK 
HO-(C=OV. (C i-( V)alkvl-0-(C=OV. H?N(C=OK (C i-Cg )alkvl-NH-(CO)-. 
rrCi-a >lkvll7-N-(C=0)-. phenyl-NH-(OO)-. phenvl-rf(C i-Cg )alkvn-N1-fC=0)-. (C<- 
C jn)hetBroarvl-NH-(C=OV. (Cs -C jn )heterocvclic-NH-(Q=OK 
(C r Cmfcvcloalkvl-NH-(C=0)- and (C r q')alkvl-(C=OVO-: 

where alkyl, alkenyl, alkynyl. phenyl, heteroaryl, heterocyclic, cycloalkyl, alkoxy, 
phenoxy. amino of R 3 is optionally substituted by at least one substituent independently 
selected from (C i-Q Qalkvl. (C i-C ^alkoxy, halo(C i-Q flalkyl. halo. H?N-. Ph(CH? )i.fi HN-. 
and (C i-C ^alkvlHN-; 

s is an integer from one to five; 

R 4 is selected from the group consisting of: hydrogen, halo. halofO -C ^alkyl, (C\ - 
GOalkvl. (C r a )alkenvl. (C? -Cg )alkvnvl. 

perhalofC rC ^alkvl, phenyl, (Cs -C mlheteroaryl. (Cj -Cm lheterocyclic, 
(Cj-C WKiycloalkyl, hydroxy, (C rC ft)alkoxv. perhalo(C j-Cfi )alkoxv. phenoxy, 
(Cs-Cuj )heteroaryl-O-, (C s-Cjn ^heterocvclic-O-, (C^ -Cin )cycloalkyl-O-, 
(C.-C^alkvl-S-. (C r Cg )alkvl-SO z -. (C i-C 0alkvl-NH-SO ; -. Q ? N-. NC-. amino. 
Ph(CH 2 WJH-. alkvlNH-, (C i-C ^alkvlamino. r(C r Q)alkvll z -amino. 
(Ci- atelkvl-SO ? -NH-. amino(C=OK aminoSCb-, (C ,-Q -)alkvl-(C=0)-NH-. 
(C r a )alkyl-(C=0)-((C ,-C ^alkvlVNl-. phenvl-(C=Q)-NH-. 
phenvl-(C=OV(fC i-C ^alkvn-N1-. (C i-Cg talkvl-(C=OK phenvl-(C=OV. 
(Cj-C in)heteroarvl-(C=Q)-. (C s-Cifi )heterocvclic-(C=Q)-, cycloalkyl-rC=OV, 
HO-(C=OV, (C i- a)alkvl-0-(C=OV. H?N(C=OK fC .-C ^alkyl-NH-fCK))-. 
f(Ci -a^alkvlVN-(C=OV.phenvl-NH-(C=OV. phenyl-frC .-C ^alkvn-NI-fC^V. 
(Cs-Ci^heteroarvl-NH-(C=OV. (Cs -Cin )heterocvclic-hffl-(C=OV, 
fCj -Cu>)cvcloalkvl-NH-(C=0)- and (C i-C V)alkvl-(C=OyO-, 
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where alkyl, alkenyl, alkynyl, phenyl, heteroaryl, heterocyclic, cycloalkyl, alkoxy, 
phenoxy, and amino of R 4 is optionally substituted by at least one substituent 
independently selected from the group consisting of (C i-Ct Qalkyl, (C j-Cj Qalkoxy, haloCCi - 
Q Qalkyl, halo, H ? N-. Ph(CH 7 WNH-. and (C .-G flalkylNH-: and 

R 6 is selected from the group consisting of hydrogen, (Ci-GQalkyl, 
(C2-Cfi )alkenyl, (C?-C ( Qalkvnvl, phenyl, (Cs -Cm )heteroaryl, (Cs -Cm )heterocyclic, 
(Cj-d^cvcloalkvl, (C i-Q 0alkvl-(SO 2 K phenvKSCM-. i^N-CSO?)-. 
(C r a)alkvl-NH-(S0 7 V.f(C i-C g)alkvn z N-(S02)-. phenyl-NH-(SQ 7 V, 
fphenvmiSKSO?)-. (C i-€g telkyl-(C=OK phenyl-(C=OV. (Cs -Ci n)heteroaryl-(C=OV, (Cs- 
Cin)heterocvclic-(C=OV. (C r Cin )cvcloalkvl-(C=OV, (C i-G Qalkyl-0-(C=Oy. 
(C r Cin)heterocvclic-Q-(C=OV. fC r C,n tevcloalkvl-0-(C=OK H 7 N-(C=OV. 
(Ci -Cgtalkyl-NH-(C=OV. phenyl-NH-(C=Q)-, (Cs -Cin )heteroarvl-NH-(C=OV, 
(Cs-Cm)heterocyclic-NH-(C=0)-, (d -Cin )cycloalkyI-NH-(CK)V, 
(fCi-C g^alkviyN-fC^OV.fphenvl^N-fCK))-. phenvl-r((C i-C g)alkvn-N1-(C=OV. 
(C^ ^hetgioaodj^ 

(C=OK and (C r Cm V;vcloalkvl-r((C i-C ^alkvn->n-fC=OV; where alkyl, alkenyl, alkynyl, 
phenyl, benzyl, heteroaryl, heterocyclic, cycloalkyl, alkoxy, phenoxy, amino of R 6 is 
optionally substituted with at least one moiety independently selected from the group 
consisting of halo, (Cj -C W)alkvl, (Ci -G Qalkenyl, (C^ -Cfi lalkynyl. perhalo(C i-C V)alkvl, (Cy - 
Cm )cycloalkyl, phenyl, benzyl, (Cs -Cu Oheterocyclic, (C s-Cu Oheteroarvl, (C r-Q Qalkyl- 
SO r . formvl, NC-, (C i-Q >)alkvl-(C=OV. (C 1 C J n ')cvcloalkyl-( , C=OV. phenvl-(C=OK 
f Cs-C in^heterocvclic-f C=OV. (Cs -C i n)heteroaryI-(C=OV. HO-f C=OK 
fCj-Cfilalkvi-O-fCO)-. (C r Ci n)cycloalkvl-0-(C-OV,(C r Cm )heterocvclic-Q-(C=OV. 
(C r C g>alkvl-NH-(C=OV. (C 3 -Cin )cvcloalkvl-NH-(C=OV. phenvl-NH-COOV. 
CC r C i n ')heterocvclic-NH-(C=0)-, (C r Cui )heteroaryl-NH-fC=OV. ((C i-C ^alkvlVN- 
rC=OV. phenvl-r((C i-Cft )alkvn-N1-(C=OK hydroxy, (C i-C ^alkoxy. perhalofd- 
C ^lalkoxy, (d -Cm tevcloalkyl-O-, phenoxy. (Cs -Cm )heterocvclic-O-, (Cs -Cio )heteroaryl- 
Q-. fC i-Cg telkvl-fC=OVO-. fCi -Cin ^vcloalkvl-fCOVO-. phenvl-fOOVO-, (C s - 
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Cin)heterocvclic-(C=OVO-, (C r Ci n)heteroarvKC=OVO-. OrN-, amino, (Ci- 
C^alkvlamino. ((•C 1 -C ^alkyiyamino. formamidvl CC i-C OalkvHCOVNH-. 
(CrCirjlcvcloalkvl-rC^OVNH-, phenyl-(C=Q)-NH-, ( , C 5 -Cm )heterocvclic-(C=OVNH-. 
(C y Cin^heteroarvl-(C=0)-NH-. (C i -q ')alkvl-(C=OVr(rC 1 - a)alkvlVN1-. phenvl-(C=OV 
[(C. -C^alkvl-Nl-. rC .-C ^alkvl-SO^NH-. (C r Cm )cvcloalkvl-SO z NH-. phenvl-SO z NH-. 
(Cj-C m)heterocyclic-SO?NH- and ("Cy C ^heteroaryl-SO^NH-; wherein the phenyl or 
heteroaryl moiety of a R 6 substituent is optionally further substituted with at least one 
radical independently selected from the group consisting of halo, (Cj -C W)alkvl, (C i- 
C U)alkoxv, perfluoroCC rCfi lalkvl and perfluoro(C j-Cfi )alkoxv, with the proviso that R 1 
contains at least one heteroatom . 

3. (CANCELED) 

4. (CANCELED) 

5. (CANCELED) 

6. (CANCELED) 

7. (CANCELED) 

8. (CANCELED) 

9. (CURRENTLY AMENDED) A compound of claim 1, formula (la): 



PATENT 
Serial No.: 10/667,189 
Attorney Docket No. PC25405A US 

Page 6 



R 4 




or a pharmaceutically acceptable salt, prodrug, tautomer, hydrate or solvate thereof, 
wherein R 1 is a saturated, unsaturated, or aromatic Ci-Cm mono-, bi- or polycyclic ring 
optionally containing at least one heteroatom selected from the group consisting of N, O 
and S, wherein R 1 can optionally be further independently substituted with at least one 
moiety independently selected from the group consisting of: carbonyl, halo, halo(O r 
GOalkyl, perhalofC i-C ^alkyl, perhalo(C r C* )alkoxy, (C i- Q)alkyl, (C z -Q )alkenyl, (C r 
Q Qalkynyl, hydroxy, oxo, mercapto, (TV G Qalkylthio, (C ]-C< 0alkoxy, (C s-Cim )aryl or (Cs - 
Cin)heteroaryl, (Cj -Cjo )aryloxy or (C s-C_m )hetefoaryloxy, (C s-Cjo )ar(C i-C6 )alkyl or (C s- 
Cio ^heteroarfC i-C ^alkyl, rC r Cm )ar(C i-C ^alkoxy or (C r Cio )heteroar(C i-C ^alkoxy, HO- 
(C=OK ester, amido, ether, amino, aminofCj -Q Qalkyl, (C ^-C ^alkylaminofC i-C ^alkyl, 
di(Ci-C ^alkylamino(C i-C ^alkyl, (C s-Cin ^heterocyclyKC i-C ^alkyl, (C r C ^alkyl- and 
di(C j-Q )alkylamino, cyano, nitro, carbamoyl, (CV G Oalkylcarbonyl, 
(Cj_ -Cft)alkoxvcarbonyU (C^ -C< Oalkylaminocarbonvl diiXV C ^alkylaminocarbonyl, (C s- 
Cu Oarylcarbonyl, (C s-Cu Qaryloxycarbonyl, (C r Q Oalkylsulfonyl, and (Cs -Cio )arylsulfonyl; 
s is one to two; R 3 is hydrogen or (Ci-C6)alkyl; R 4 is hydrogen, (Cj-C6)alkyl, (C3- 
Cio)cycloalkyl, amino, (Ci-C 6 )alkylamino, (C|-C 6 )alkyl-(C=0)-, or (C 3 -Ci 0 )cycloalkyl- 
(C=0)-; and R 6 is H or (C r C 6 )alkyl. 

10. (CURRENTLY AMENDED) A pharmaceutical composition comprising a 
compound of claim 4- 2 and a pharmaceutically acceptable carrier. 
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1 1 . (CURRENTLY AMENDED) A method of preventing or treating a TGF-related 
disease state in an animal or human comprising the step of administering a 
therapeutically effective amount of a compound of claim 4- 2 to the animal or human 
suffering from the TGF-related disease state. 

1 2. (CURRENTLY AMENDED) A The method of claim 1 1 , wherein said TGF- 
related disease state is selected from the group consisting of cancer, glomerulonephritis, 
diabetic nephropathy, hepatic fibrosis, pulmonary fibrosis, intimal hyperplasia and 
restenosis, scleroderma, and dermal scarring. 

13. (NEW) A pharmaceutical composition comprising a compound of claim 9 and a 
pharmaceutical^ acceptable carrier. 

14. (NEW) A method of preventing or treating a TGF-related disease state in an 
animal or human comprising the step of administering a therapeutically effective amount 
of a compound of claim 9 to the animal or human suffering from the TGF-related disease 
state. 

1 5. (NEW) The method of claim 14, wherein said TGF-related disease state is 
selected from the group consisting of cancer, glomerulonephritis, diabetic nephropathy, 
hepatic fibrosis, pulmonary fibrosis, intimal hyperplasia and restenosis, scleroderma, and 
dermal scarring. 



